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m m m 

[oooi] *mw\t, tfa7;^7-«o)ii^i&^iii*ft, ■r^^y^y-m^ 

[0002] i-^-^y/^y-mm (NK«) li, ©II»^^^^^lPi)ia> 

[0003] MOmj&te i ^gj^^^y ^^co^otLrm^m^feoTv 
^m^^^x^mmm^n^^mm^xmw^m^tzLx^ 

[0004] -Ttefrh, TV^<mRWr^<m^iE^xh^xt, i-^y^y-m^iK 

[0005] ^<Dj:5{-, NKis)is^/i^^{^^5#^ &$s^ib, mm^w^mm^m^ 
mtf£^tm^tix^^4^mmmm<D^^m\m^t^n^n 

[0006] H^ifj^^^NKKa^^^^l-^^&^bT, mm, «> #S§#/?»e>!iBJl&&i£® 

wmfc<Dmm&&wxfoz> 0 

[0007] NKHB^(Dp^X(4ii^*^(-OV ^Tlt, -fV^-CM^V- 2^^i^»bfc 
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*I (MHC-I) £31311/0 vfcv ^fchBjNB||&»721.22UC^WI|?:RgltL-C^^=Sr^: 

Kmmzmmu ^h^mmmnxNKmm^m^m^m^mmfitz ma 

[0008] ^'jfc^W^JISit^^A^M*iBJ!a^HFWTt^^l:$*1-5XS 

I 

fcii&UfrfeOTfcoT, in vivo^igm$^fcNK»£^Ifc1-3;£*£^\ 

[0009] NKmm<Dft& a-^^y/^^-m^ •. nk^) om^fkthxm^- 

( 

[ooio] ^yy^yy\%, \m\m, ftmmftm, mm^mm. m* tetf?m*i>o%* 

[0011] ^fW:iSfc3 (#^2002- 515893^-) fcttt, hh7?h7x-V^&&ft.%%tt®.f&V>) 



3 



[0012] r— /Isffigmfcih— /\"7j>r-U±zf?— :ToU-like receptor, TLR) It, 

>K(^«, Hist tt, 9-wvr%. mmw^ii&x\^mimxm, ^nxm 
3) 0 

WfFXittl : #^2001 - 149069^« 
¥fffXW&: #^2001 -503430-§-^ 
#rF^3:#^2002-515893^$R 

• X-^-^oi-(Proc. Natl. Acad. Sci., USA) , ^94#, 1997^, fgl3140-13 
145H 

^Meifcfcfite:* V^r^y — ff&V (Molecular Medicine) % ^39%, 2002^, ^ 
238-246M 

##fF^:it3:^l/^7 — (Molecular Medicine) , ^40^, 2003^ % % 
186-193M 

[0013] *%Wl*. in vivoT*NK!fflJ&&itm£-£3&^ &tmKfflJI&&ii5fc£-£3f1MB<£: 
[0014] #389§#e>l±» -T^a^i^-flHtSri^-frSftAfiAJlEOH^Sr^y— = 
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y^VK (Toll-like receptor ligand)^-^Uc^5> mmVwmBfol^^X, B. 

Sofc 0 

[0015] mummMm-t^m<Dm-<Dwm. y^vy^r^^tsmnt, h-/m 

t<dd ~3) <d\ ^-f ti^&#£u ^mmtvx^ 

9^5-10 BP^ige&#£*k mmm2Mn. miftjoswr^s^Bin^ b 

2) 5^h^ 3 iy^^tf^l^J(iSPK4-$tb, b-/i^g^fty;tf^K£^ip|g2#J 

3) Buieh-znt^^^y^^K^TK y -i/i/ym-tfv^its^n (ot, r^y icj ^ 
[ooi63 *i©iz©ii^i4, ib^ (th^i^o \zy9h7*v>&m-»mgmm#i<'b' 

< 

4) Mlkg^fc?) 10~2000mg/ B i^5i5^^h^^y^5~10 B IRS B ft 
4-U 7^r7i!)^fi#T©5~2 B i!u[-> frSlkg^fdnO-lOOO ug/Bk 

5) 7^h7^y>^gpK4-t, h-/u#^^fry^vK^»rt^4--r5rt 0 

6) Hfjt5N-/^^^fry7y^K^^y^y^>^-^y^v ? /^T*5r.<t 0 
[oon] #Kfl>f6:=0>$80ltt, lb* (tHfcBfcO K^h^y isRxfh-A<&g&{pJ#>\? 
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I/CW5. 

7)SbtJ (thSrl^O (-Mlkg^fct) 10~2000mg/ 0 bt&£o£.7tV7x.yv$:5 
~lO0Wig0S4-U 7^h7iyv^4^T<^5~20M(-, Mlkg^fc^lO 
~lOOOMg/0^5<t5J-h-^^*y^>K^4-L, 

( 

[0018] ^<7>mE^BJ(4, t!]^W^ft:rtl?NK|ffl)!S^5g$*SM^*i-5^KW 

^y-^^fel*, i^twio) ~ 13) m ^*i^£#*U ^li^iLTV ^„ 

10) mm (thzmo «^w^5~ io b 0 s-^u m^mm<D^mj<D 

5-20 HU(-h-^^:S^y^VK^^--r^i:o 

11) M^«SrSP«4-L,h-/w#S^^y^K^)«)&^«#-r^<t 0 

12) Hiifah-/^S:^#:y^vK^7jfy-Yy^^-^y^^7^-e^^t 0 
[0019] ^o^E^p^ti, mm<Di-^~yfr*7~mm<Dmnm<Dmm^&tfz>. ? 

( 

mW<Dmm& s UT<D 14) ~ 1 6) <D\ yf ^UltL-CV ^ 0 

14) BUlE^l^Jfi, 7^h7^y^C0fi^LTfrSlkg^fc'910~2000mg/ 0 
J;5ic5~iO0F^0S-^^ ffiBW>2Ml*, ^i^J^WT^5~2 0hu^ % |- 
-/Mig^fty#>K©l±LTftSlkgytfc'nO~ 1000 m g/ 0 i&ScfcPldS-*?- 

15) 7^h7^y>^tf^i^jii^pfe4-$tt, h-/Mi^fty#vK£^tfif?2£ij 
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[0020] *l8fl©8*U ^HlfeJBtBfcov fcfcU *%mnu 

<£><5o 

[0021] #3PJ!^fb#J<DNK«CD^M{i, 79h7x.])yfr£t*%imts b—fr&gM 

So 

[0022] jW8Wte*5Vvt» ^h^y^^&S^fi^l-ll^tb-r, 7VY7x»v* 

[0023] *mwfcm^z>b—;\'m%L®fcytfyhit, 3WESMB*ttrv^h-^i4K5fe*fri 
~io©7T5y-^/^-^mi^t-5y^KT*fcixm^tL-e$)oT'b"rHg-efc5^ 
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htut, *mwim\<^ttfxzz> 0 
[0024] *mw(»NKMm<Di%mm\^^r, mmny^rstb-^m.'gMm-tfyY 
it, &*m&£tiz>o *mm^^xw\&t\t, y^by^jytb—^^i^v^y 

n^ua** y^by^vytb-^m^^^ybitm^<Dm^x\tmm^u^^ 

[0025] HufS^l^lf4> 7^h7^y^aiL-C, tb^OMlkg^c^ #l£lXJ±10~20 
OOmg/0 , «#;£U(±lOO~lOOOmg/0Ti£4-£;ft5o S-^feli^l^JPg 

5~1O0P^0&^1-5^W£IX, 7~8 0P B 1ii0^-r5^t^J;i9 

[0026] MfBf^Jli, h-^SW^y^KWfi^L-C, IM^Mlkg^fc^ »*L< 
(210-1000 m g/0 > W$f*L<«5O~2OOM g/0 > £fe[-#*L<iimOOM 
g/ 0-?&-5-£*v5 o J^Jli, itufao*£-@TiS#1-5^Wl£LC 100 m g 

[0027] miMRtf^mn. ±^(Du^mR^^^j^-Mm^-r^{cmm 
ztizmv. Mm\m^mm^^\ tit, w,imm$w,2m\^ vtby^jyRx? 

[0028] *%w<Dmyo^iort%NK.mK&omM%mz, ytvyxyyjkxj-y-^m.^mm 
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[0029] WGMMbLXtt., 7?h7*l)>Rm-/i'm%:®fcVtfyh*<D&$-{z.^x, NK 
[0030] 7^h7^y^R^h-^S^^^>KW^^^fe5.^1S-^^^-/H4, m 

[0031] h~^SS^y^VKOlg4-0^*U ^>f^^ti, ffl^S»ft-CS&^ft<NK 

mmmmztizz?^ ^ib^mmm-r^t^x'o^i-^t^x^o -*ftt> 

[0032] it58LfcNK«^)5ft^(i, #J;itf> Ifr^ii^xiiM^t 0tRtf«^b£im 

( 

#tCD49b/Pan-NK celltrC^^Jxitf, 77-Vy^y#M)*m^X 
„ CD49b/Pan-NK ceUffiffc|t143$BJ|&<7>iiJ££#J^-f S-il-ioT, ft?^k 
frXZZ 0 t<Dm. /V^^7^KJ-B8it-t _ 5CD16/CD32(Fc7 Wl/WV^zrf^ 

bcDS2m.w^m^x, ztib<Dmm%7*vy?Lx}s<zbi)W^\ tv* 

tLT > C57BL/6 (strain) £&JBLfc»£tiU NK«£igfgrr3fcift^L-C, fet 
NK1. ltftflcSrffiV^TNKl. lUtt^BJia^SiJ^iiJ^-r^ir^ioT.n^.!:^ 

/BWC&feU 7n-1MM-*-(01Jx.tf, FACS™ Calibur:^h^-x-<y^r>y 
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[0033] ±m<D£?\^xNKmmmm^tcmm>bNKMm&m&i-z>^t\z£'ox, n 

[0034] NKmffc<DmL\-£%m^tzfr<>Xft ?ZtfrXZ% 0 mz-lt. NKMtfMfil^ 
[0035] *38W©^feK:J:5#e>ix5NKllBJ!an, iiiv^»m«fe^4^oTV^^<!:^ 

activated killer) ^t/fiVSZ. 
[0036] ^^l^oT, h- /U^S^^y^K(7)^^-(Cj;oT7^h7^y><DNK^flSii 

[0038] n^ms.. *wft™\mu<DnMntm%kxh^x&\< \ #*ix»±. 
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[0039] vK^ttJtirL-Cli, i^tf>fL^<Z>tfc^q p n, xtt^tbeott^a f <o%M 

I 

[0040] ft^**«S:*L-C*«WSrMt*#WI-»lfli"5d$, *»Wtt£tTO*lfeffil 
«c|S3£$H5t)WCIi/«tv \ 

[0041] mmmi) 
[0042] ammufe 

-^m^O(^BSKW), 30, 100, 300, lOOOmg/kgM^ftSJ;^;:, ^S^tfoK 

&kt£Z£?\^&Utfo^XCDl6/CD32*;?v—i-/l'fcfc(Fc Block™, ^ 
, 7k±T*5^#gUT, Fc v Hl/II^-fe^— Sr^n^LfCo 
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[0043] %<D&. 11^1 n E,/l0ii\tt&£ikZ^;<y7T-X°mU\stt\7CWmji 
WLX, NKl. littt<^NK»£&'feL7c 0 &V^#$?/V:77--£500m HBJHL 
tz 0 ^(0^. «(-FACS™ Lysing Solution {^VY^"^ 4y*VV^#m £500 ;zl 

mmltzo Mm^tcmmmmmti-j*yx?v->(7K>T.M&.mo m#^:f- 

3100-134) XmMLX^)^UV^=L~^\zm^U 7n— iJvfM— (FACS™ 

[0044] (2)umm^ 

[0045] mMM2) 
[0046] 

y^j^^m(LFm 0 ^h^y^-^firsoomg/kgfts/BK mom* 
ttMm&m±i&*.iR5-)tLxmftVLtz 0 ^x\ £7$^<7*t^qyvx& 

1 0 fflfiTt>8!-5-*i* > 8 B @ £&4-5£7 0 5&#*^i^-/i'&f+iIU-c 0 ^ 

T70 BU(-^yiC(POLYINOSINIC-POLYCYTiDYLIC ACID Sodium salt, Mpp#-^ 
:P-0913 o is?^±m)*l00(igm&ft^-&5--tm, &#£730 iH^ICfcl 

00 m gflgi&F^&^i-^ &#5rr 1 0 tuf^yic^iooM gBfi^rti-is^-rs 
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[0047] ¥£5-%!%., £$tf>T£*<0jfflffifcHank's balanced salt solution [rZ/97ftS—V 

feL, 7n-f/fM-^- (FACS™Calibur:-<^h^-x^^^^y^ ; f±^) dTNKl. 
[0048] (2)f*9M£m 

*H:il»|!J«APi"SitiifiHIWLfc. U>>UetfS?>, *<Dfa<D79\7 =})i^im& 

©NKjteJiaofij^&tjnsrKiJBjia©i(6»*©v vf *bt>« 
&>±<Dmzk£v. ±&<D&5-0kflr-?n> mz. y^yy^y^i a tm a s-^u 8 

[0049] [^1] 

I5U 



#'J I Cg4 






(%) 


NKJfflJiaS (X 1 0 5 ) 






4. 6 8 ±0. 


9 8 


1. 5 8±<K 5 7 




3. 9 7 ± 1 . 


8 4 


1. 5 5±0. 8 3 


«4%7 7 am 


LF» 
»M8 


3. 77±1. 

4. 1 7 ± 1 . 


8 9 
8 8 


1 . 5 1 ± 1 . 0 6 
1 . 4 3 ± 0 . 9 8 




LFS 


11. 2 8 ±4. 
7. 4 1 ±2. 


5 3* 
7 0 


5. 5 6 ±2. 4 5* 
1 . 99±1. 0 1 


8:4^71 BBS 

r ... . 14. -CXtW WL i. 


LFS 

ana 


4. 8 9 ± 1 . 
3. 83±1. 


3 3 
8 1 


1 . 3 5 ± 0. 6 3 
0. 9 5±0. 8 7 



[0050] mMMiRx$mmm2<7)&%frib, y^hy^v^ma^i-^t^x^^th 
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[0051] *mm^£^xm£fcttfcm&it&^-t~tmxfoz> 0 

b^^m^(DNKmm^^m\mm^^m^mm^^t^-s]mxh^ a ^ 
(omits i&<Dmmm&%it*mAU&^kfrt>, mt&ttifc*®imvxNKmm*mm 

(2) Mi ^mmmm^^u^tcvtmxNKm^^m^n^t^x^^(DX\ & 
^mm<DmwM(Dmm^mmm^(D±^(Dmmt^xmm-t^tM-simxh^ 0 

Mmz&mki£?izx?y-~y?i-z^btf»imxhz >0 
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(C5~lO0P B E Hg0£-5-£tk tfj|S^2^J(4, |li©^HT©5~2Bffi|l, h- 

[4] ^teh-^^^y^K^^y^y^v^->Ky^v ; ^T'fc5iS*ili~3 

[6] ftSlkg^fc<nO~2000mg/ 0 iftSiptC^h^y^S-lO 0 fflig 0 &4 
U 7^F7x!Jy©S4ll7©5~2 0 sulci, ftSlkg^fc"? 10-1000 n g/ 0 <bfr 

M BulBh-^^g:^fry^^K^7Ky-i'y^^^-^y^^/u^-efc5ft5R95~7 

[9] W\m (tHfcWK) l^^y^tf h-/i^g^fty#>K&&#U ra»fe*»e> 

$fco 

[10] ®)#j(th^<)^Mlkg^fc'91O~2OOOmg/0^5J:5t^^h7aiy^5 
~10Bra»Bft4-U 7^h7^y^^^T^5~2 0Hf)(^ Mlkg^fcUlO 
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y-m^\m^mMi-^t^wmti-^jn^m9^cmo{z.mm(Dy-^y 
^*y-mm<Dmmj7m. 

m^hfr-m^mm<Di-^~y^*y-mm<Dm&jjm 0 

mm*<Di-^ys\s*y-mm(Dmmzfcftir^t^ttjjm 0 
[H] mm (tHHSfeo fctwft*sr*5~ io a r^Ji b «i^f©s^H7ro5 

[15] MI^pK4U h~A^*fry^KSrJllttrt»*t'SwfcSrW»irr 

5, lt*ril3^c(ii4^Etto^feo 
[16] WI2h-/^S^fry^VK^^y^y^>^-^yi/^^T?fc§lt*^l3~l 

50V ^*u&»-£f -Eft©**. 
[17] HflE^W^*o a pXtt^0^^fc5lf*JSl3~16WV^^^-^(cfB 

[18] ttfe©^a7^7-»Jiaoi«5^iJ©S!l3&{3i33»t5, 7^h7^yv^t»-/u^ 

[19] mmmimix 7*K7iy^©s±LTraikgSfc!no~2ooomg/ b fafesjs 

/HtS^y^K(Dfii:LTMlkgSfc^l0~1000M g/ B 
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[20] 7?t7^jy*^tsmim\mQ®L$-£}is h-/m&&towy\ t fr&t!f&2MK 
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m m m 

%mwtfyh°ziSL5-Lx s m&ftX'NKmmztgm^, mfefrbNKmmzu&i-z^t^ 
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□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 
□'FAD ED TEXT OR DRAWING 
□mblurred OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 
□/GRAY SCALE DOCUMENTS 

LINES OR MARKS ON ORIGINAL DOCUMENT 
REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 



J. 



IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



